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CLAIMS 



1. 



compound of the formula 



US 





NOH 



(C 2 -C 9 )heteroarylamirfp, 
C 6 )cycioalkyt, (C^C^alkyKhydroxymethyl^me) 

(C^CeJacylamino, (C 1 -C 6 )acylthio, (cAc 6 )acyloxy, (C 1 -C 6 )alkoxy-(C=0)- 



I 

or the pharmaceutical^ acceptable salt thereof, wherein 
5 X is oxygen, sulfur, SCi S0 2 or NR 7 ; 

R 1 , R 2 , R 3 , R 4 , R 5 and RP are selected from the group consisting of hydrogen, hydroxy, 
NH 2 , -CN, (C r C 6 )alkyl, (C 2 -G 6 )alkenyl, (C 6 -C 10 )aryl(C 2 -C 6 )alkenyl, (C 2 -C 9 )heteroaryl(C 2 - 
C 6 )alkenyl, (C 2 -C 6 )alkynyl, (C 6 -G 10 )aryl(C 2 -C 6 )alkynyl, (C 2 -C 9 )heteroaryl(C 2 -C 6 )alkynyl, (C r 
C 6 )alkylamino, [(C r C 6 )alkyl] 2 amif\o, (C^C^alkylthio, (C^CgJalkoxy, perfluoro^-C^alkyl, 
10 perfluoro^-C^alkoxy, (Ce-C^JarylUC^CgJheteroaryl, (C 6 -C 10 )arylamino, (C 6 -C 10 )arylthio, (C 6 - 
C 10 )aryloxy, (C 2 -C 9 )heteroarylamir1p, ((C 2 -C 9 )heteroarylthio, (C 2 -C 9 )heteroaryloxy, (C 3 - 

peridyl, (C 1 -C 6 )alkylpiperidyl, (C^CeJacyl, 
C0 2 H, H 2 N-(C=0)-, 
(C 1 -C 6 )alkyl-NH-(C=0)-, and [(C r C 6 )allW-N-(C=0)-; 
15 wherein said (CVCeJalkyI is optionally substituted by one or two groups selected from 

(C^C^alkylthio, (C^CeJalkoxy, trifluorom^thyl, halo, -CN, (C 6 -C 10 )aryl, (C 2 -C 9 )heteroaryl, (C 6 - 
C 10 )arylamino, (C 6 -C 10 )arylthio, (C 6 -C 10 )aryJoxy, (C 2 -C 9 )heteroarylamino, (C 2 -C 9 )heteroarylthio, 
(C 2 -C 9 )heteroaryloxy, (C 6 -C 10 )aryl(C 6 -C 10 )a^ryl, (C 3 -C 6 )cycloalkyl, hydroxy, piperazinyl, (C 6 - 
C^JaryKC^CeJalkoxy, (Cs-CgJheteroaryKC^C^alkoxy, (C^C^acylamino, (C 1 -C 6 )acylthio, (C r 
20 C 6 )acyloxy, (CVC^alkyisulfinyl, (C 6 -C 10 )arylsulfinyl, (C^C^alkylsulfonyl, (C 6 -C 10 )arylsulfonyl, 
amino, (C^C^alkylamino or ((Ci-C^alkyi^amino; 

R 7 is hydrogen; (C^CeJalky! optionally, substituted by one or more of hydroxy, -CN, 
(C^C^alkylamino, (d-C^alkylthio, (C 1 -C 6 )alkoxy I perfluoro(C 1 -C 6 )alkyl, (C 6 -C 10 )aryl, (C 6 - 
C 10 )arylthio, (C 6 -C 10 )aryloxy, (C 2 -C 9 )heteroarylamino, (C 3 -C 6 )cycloalkyI, (C r 
25 C 6 )alkyl(hydroxymethylene), piperidyl, (C^CeJalkylpiperidyl, (C r C 6 )acyl, (C r C 6 )acylamino, 
(CrCgJacyloxy, (C 1 -C 6 )alkoxy-(C=0)- ) -C0 2 H, ((^-C 6 )alkyl-NH-(C=0)-. and [(C^CgJalky^-N- 
(C=Q)-; (C 6 -C 10 )arylsulfonyl; (C^CeJalkylsulfonyll (C 1 -C 6 )alkyl-NH-(C=Q)-; (C 1 -C 6 )alkoxy- 
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(C=0)-; (C 1 -C^alkyl-(C=0)-; [(C 1 -C 6 )alky] 2 -N-(C=0)-; or (R 8 R 9 N)-(C=0) where R 8 and R 9 are 
taken together wuth the nitrogen that they are attached to form a ring selected from azetidinyl, 
pyrrolidinyl, piperndinyl, morpholinyl.and thiomorphonyl; 

Q is (C 6 -Oo)aryl(C r C 6 )alkoxy(C 6 -C 10 )aryl l (C 6 -C 10 )aryl(C 1 -C 6 )alkoxy(C 2 -C 9 )heteroaryl, 
5 (C 2 -C 9 )heteroaryl(cVc 6 )alkoxy(C 6 -C 10 )aryl, or (^-C^heteroaryKCrC^alkoxyCs-CgJheteroaryl, 
wherein each of said YC 6 -C 10 )aryl or (C 2 -C 9 )heteroaryl groups may optionally be substituted by 
one or more substituents, preferably one to three substituents per ring, most preferably one to 
three substituents on tine terminal ring independently selected from the group consisting of 
halo, -CN, (C^CeJalkyl optionally substituted with one or more fluorine atoms, hydroxy, hydroxy- 
10 (CVC^alkyl, (CVQOalkow optionally substituted with one or more fluorine atoms, 
(C 1 -C 6 )alkoxy(C n -C 6 )alkyl ) \ HO-(C=0)-, (C^C^alkyl-O-^O)-, HO-(C=OHC 1 -C 6 )alkyl, 
q (CrC^alkyl-O-^OHd-CeJalkyl, (C r C 6 )alkyl-(C=0)-0- t (C 1 -C 6 )alkyl-(C=0)-0-(C 1 -C 6 )alkyl, 

H(0=C)-, H(0=C)-(C r C 6 )alk\ (C r C 6 )alkyl(0=C)-, (C 1 -C 6 )alkyl(0=C)-(C 1 -C 6 )alkyl, N0 2) amino, 
! Lj (Ci-CeJalkylamino, [(C 1 -C 6 )afkyl] 2 amino, aminoCC^C^alkyl, (C r C 6 )alkylamino(C r C 6 )alkyl, 

W 1 5 [(Cr^alky^aminoCC.-CeJalkylA H 2 N-(C=0)-, (C 1 -C 6 )alkyl-NH-(C=0)-, [(C r C 6 )alkyl] 2 N-(C=0)- 
Jg HaN^OWC^Jalkyl, (C 1 -C 6 )aJkyl-HN(C=0)-(C 1 -C 6 )alkyl, [(C 1 -C 6 )alkyl] 2 N-(C=0)-(C 1 -C 6 )alkyl, 

rU H(0=C)-NH-, (C r C 6 )alkyl(C=0)-kHp(C 1 -C 6 )alkyl(C=OHNH](C 1 -C 6 )alkyl, (C 1 -C 6 )alkyl(C=0)- 

% [NCC^CeJalkylKC^^alkyl, (C^C^allLl-S- ^ (C 1 -C 6 )alkyl-(S=0)- (CVC^aikyl-SO,- (C^alkyl- 

i:g S0 2 -NH-, (CrCeJalkyl-SOHN-CC^ajWl]- H^-SO,- H 2 N-S0 2 -(C 1 -C 6 )alkyl, (C-CeJalkylHN- 

|;* 20 SO^CVC^alkyl, [(C^C^alky^N-SO^C^CeJalkyl, CF 3 S0 3 - (CVCeJalkyl-SCV, phenyl, 
Ijg phenyKCrCeJalkyl, (C3-C 10 )cycloalkyl,\(C 2 -C 9 )heterocycloalkyl, and (C 2 -C 9 )heteroaryl; 

^3 with the provisio that when\X is SO or S0 2 , and R 3 and R 4 are a substituent 

comprising a heteroatom, the heteroatom cannot be bonded to the ring; 

and with the proviso that at least one of R 1 -R 6 must be (CVC^alkyl; 
25 and with the proviso that when X is oxygen or sulfur and R 3 -R 6 are each hydrogen then 

R 1 and R 2 cannot both be methyl. \ 

2. A compound according to claim 1, wherein X is >NR 7 , sulfur or oxygen. 

3. A compound according to^claim 1, wherein Q is (Ce-C^JaryKCi-C^alkoxyfCe- 
C 10 )aryl, (C 6 -C 10 )aryl(C 1 -C 6 )alkoxy(C 2 -Cb)heteroaryl, (C 2 -C 9 )heteroaryl(C 1 -C 6 )alkoxy(C 6 - 

30 C 10 )aryl or (C 2 -C 9 )heteroaryl(C 1 -C 6 )alkoxylc 2 -C 9 )heteroaryl optionally substituted by one or 
more, preferably one to three substituents per ring, most preferably one to three substituents 
on the terminal ring, wherein said substituent\is selected from halo, (CVC^alkyl, (C^CeJalkoxy 
or perfiuoro^-CaJalkyl. 

4. A compound according to clfaim 1, wherein Q is (C 6 -C 10 )arylmethoxy(C 6 - 
35 C 10 )aryl, (C 6 -C 10 )arylmethoxy(C 2 -C 9 )heteroaryl, \{C 2 -C 9 )heteroarylmethoxy(C 6 -C 10 )aryl or (C 2 - 
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10 



15 



20 



25 



30 



C 9 )heteroai7!rnethoxy(C 2 -C 9 )heteroaryl optionally substituted by one or more, preferably one 
to three substituents per ring, most preferably one to three substituents on the terminal ring, 
wherein said suB^stituent is selected from halo, (CVC^alkyl, (C r C 6 )alkoxy or perfluoro(C r 
C 3 )alkyl. 

5. A dompound according to claim 1, wherein Q is optionally substituted (C 6 - 
C 10 )arylmethoxypheftyl, pyridylmethoxyphenyl, furylmethoxyphenyl, pyroylmethoxyphenyl, 
thienylmethoxyphenyV isothiazoly I methoxy phenyl, imidazolylmethoxyphenyl, 

benzimidazolylmethoxVphenyl, tetrazolylmethoxyphenyl, pyrazinylmethoxyphenyl, 

pyrimidylmethoxyphenjfl, quinolylmethoxyphenyl, isoquinolylmethoxyphenyl, 

isobenzofurylmethoxyphenyl, 

indolylmethoxyphenyl, 
carbazolylmethoxyphenyl, 
oxazolylmethoxyphenyl, 



benzofurylmethoxypherwl, 
pyrazolylmethoxyphenylj 
purinylmethoxyphenyl, 
thiazolylmethoxyphenyl, 
benzoxazolylmethoxyphen^l 

6. A compou 
optionally substituted by ori 



benzothienylmethoxyphenyl, 
isoindolylmethoxyphenyl, 
isoxazolylmethoxyphenyl, 

be nzth iazoly I met h oxy phenyl, 



according to claim 1, wherein Q is (C 6 -C 10 )ary!methoxy(C 6 )aryl 
preferably one to three substituents per ring, most 
preferably one to three sufcfefituent^ on the terminal ring, wherein said substituents are 
independently selected from hbb, (CVC^alkylj (C^CgJalkoxy or perfluoroCC^Jalkyl. 

7. A compound ^cbqrdin^J^ claim 1 f wherein Q is (C 6 -C 10 )arylmethoxy(C 2 - 
C 9 )heteroaryl optionally substituted by one or more, preferably one to three substituents per 
ring, most preferably one to three substituents on the terminal ring, wherein said substituents 
are independently selected from foalo, (C 1 -C 6 )alkyl, (C^CgJalkoxy or perfluoro(C 1 -C 3 )alkyL 

8. A compound \according to claim 1, wherein Q is (C 2 - 
C 9 )heteroarylmethoxy(C 6 )aryl optiqnally substituted by one or more, preferably one to three 
substituents per ring, most preferably one to three substituents on the terminal ring, wherein 
said substituents are independency selected from halo, (CVC^alkyl, (C^C^alkoxy or 
perfluorofCVCsJalkyl. 

9. A compound according to claim 1, wherein Q is (C 2 - 
C 9 )heteroarylmethoxy(C 2 -C 9 )heteroarylraptionally substituted by one or more, preferably one 
to three substituents per ring, most preferably one to three substituents on the terminal ring, 
wherein said substituents are independently selected from halo, (CVC^alkyl, (CVC^alkoxy or 
perfluoro(C 1 -C 3 )alkyl. 

10. A compound according to claim 1, wherein R 4 is hydrogen. 

11. A compound according to cla(m 1 , wherein R 2 or R 3 are hydrogen. 
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12. 

than hydrogen. 
13. 

C 6 )alkyl. 
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14 






C 6 )alkyl. 






15. 






C 6 )alkyl. 






16. 
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27. 
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32. 
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36. 
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37. 






38. 






39. 






40. 






41. 




35 


42. 



A compound according to claim 1 , wherein at least one of R 2 or R 3 is other 
A compound according to claim 1, wherein at least one of R 1 -R 3 is (C r 
A compound according to claim 2, wherein at least one of R 1 -R 3 is (C r 
A compound according to claim 3, wherein at least one of R 1 -R 3 is (C r 



A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 
A compound 



ccording 
according 
according 
according 
accoVdini 
accorain 
according 
according 
accordin 
according 1 
according 
according 
according 
according 
according 
according 
according 
according 
according 
according 
according 
according 
according 
according 
according 
according 
according 




1 , wherein at least one of R 1 -R 3 is methyl. 

2, wherein at least one of R 1 -R 3 is methyl. 

3, wherein at least one of R 1 -R 3 is methyl. 
3, wherein R 1 is (CVC^alkyL 

3, wherein R 2 is (d-CeJalkyl. 
3, wherein R 3 is (CVC^alkyl. 
^/Wherein R 4 is (C r C 6 )alkyl. 

1 wherein R 1 and R 4 are each methyl. 

2 wherein R 1 and R 4 are each methyl. 

3 wherein R 1 and R 4 are each methyl. 

1, wherein R 1 and R 2 are each (CVC^alkyl. 

2, wherein R 1 and R 2 are each (C^CeJalkyl. 

3, wherein R 1 and R 2 are each (CVC^alkyl. 

1 , wherein R 1 and R 2 are each methyl. 

2, wherein R 1 and R 2 are each methyl. 

3, wherein R 1 and R 2 are each methyl. 

1 wherein R 1 is methyl and R 2 is hydrogen; 
1 wherein R 1 is hydrogen and R 3 is methyl. 
3, wherein R 1 and R 3 are each methyl. 

, wherein R 1 and R 4 are each methyl. 

, wherein R 2 and R 3 are each methyl. 
3\ wherein R 2 and R 4 are each methyl. 
3, Wherein R 3 and R 4 are each methyl. 
1 wherein X is NR 7 . 

3 wllerein X is NR 7 . 

4 wherein X is NR 7 . 

5 wherein X is NR 7 . 
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43. 


A compound according to 


claim 6 wherein X is NR 7 . 


44. 


A compound according to 


claim 13 wherein X is NR 7 . 


45. 


A compound according to 


claim 15 wherein X is NR 7 . 


46. 


A compound according to 


claim 1 wherein X is NR 7 and R 7 is (CVC^alkyl. 


47. 


A compbund according 


to claim 1 wherein X is NR 7 and R 7 is (CV 



C 6 )alkylsulfonyl. \ 

48. A compound according to claim 1 wherein X is NR 7 and R 7 is (C 6 - 
C 10 )arylsulfonyl. \ 

49. A compoundWcording to claim 1 wherein X is NR 7 and R 7 is [(C 1 -C 6 )alkyl] 2 N- 
(C=0)-or (C r C 6 )alkylNH-(C=W. 

50. A compound according to claim 1 wherein X is NR 7 and R 7 is (C r 
C 6 )alkyl(C=0)-. \ 

51. A compound according to claim 1, wherein said compound is selected from 
the group consisting of: \ 

(2S,3S)-4-[4-(3,5-difluro-b^zyloxy)-benzenesulfonyl]-2-methyl-thiomorpholine-3- 
carboxylic acid hydroxyamide; ll\ / 

(2S,3S)-4-[4-(4-fluoro-benz^xy)\e 
carboxylic acid hydroxyamide; \^ ^/ 

(2S ) 3R,6S)-2,6-dimethyl-444-(2-methyl-benzyloxy)-benzenesulfonyl]-morpholine-3- 
carboxylic acid hydroxyamide; \ 

4-(4-benzyloxy-benzenesulfonylV2-methyl-morpholine-3-carboxylic acid 
hydroxyamide; \ 

(2S,3R,6S)-4-[4-(4-fiuoro-benzylo^v)-benzenesulfonyl]-2 ) 6-dimethyl-morpholine-3- 
carboxylic acid hydroxyamide; \ 

(3R,6S)-4-[4-(4-fluoro-benzyloxy)-b©nzenesulfonyl]-2,2,6-trimethyl-morpholine-3- 
carboxylic acid hydroxyamide; \ 

(2S,3R,6S)-6-ethyl-4-[4-(4-fluoro-benzyloxy)-benzenesulfonyl]-2-methyl-morphoiine- 
3-carboxylic acid hydroxyamide; \ 

(2R,3R,6S)-4-[4-(4-fluoro-benzyloxy)-b4nzenesulfonyl]-2,6-dimethyl-morpholine-3- 
carboxylic acid hydroxyamide; \ 

(2R,3R,6R)-4-[4-(4-fluoro-benzyloxy)-bercene 
carboxylic acid hydroxyamide; \ 

(2S,3R,6S)-2,6-dimethyl-4-[4-(pyridin-4-ylmethoxy)-benzenesulfonyl]-morpholin 
carboxylic acid hydroxyamide; \ 
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(2S,3R,6S)-2 ) 6-dimethyl-4-[4-(pyridin-2-ylmethoxy)-benzenesulfonyl]-m 
carboxylic acid hydroxyamide; 

(2S I 3R,6S)-2,6-diYiethyl-4-[4-(pyridin-3-ylmethoxy)-benzenesulfonyl]-m 
carboxylic acid hydroxyamide; 
5 (2S,3R,6S)-2,6-din^thyl-4-[4-(2-methyl-pyridin-3-ylmethoxy)-ben 
morpholine-3-carboxylic aciq hydroxyamide; 

(3R,6S)-2,2 t 6-tr\met^\'A-[4-(2Ar\nuorom^ 
morpholine-3-carboxylic acid roydroxyamide; 

(2S,3R)-2 I 6 ) 6-trimethy\-4-[4-(pyridin-4-ylmethoxy)-benzenesulfonyl]-morpholine-3- 
10 carboxylic acid hydroxyamide; 

(SR.eSJ^^.e^rimethyl-i-K^-methyl-pyridin-S-ylmethoxyJ-benzenesulfonyl]- 
morpholine-3-carboxylic acid hydroxyamide; 

(2S,3R,6SH4-(2,5-dimetj^^enzylox 
carboxylic acid hydroxyamide; 
15 (2S,3R,6S)-4-[4-(3,5-difli}^^ 
carboxylic acid hydroxyamide; 

(2S,3R,6S)-4-[4-(3-methoxy-benzyloxy)-benzenesulfonyl]-2,6-dimethyl-morpholine-3- 
carboxylic acid hydroxyamide; 



ffl (2S,3R ) 6S)-4-[4-(5-fluoro-2-methyl-benzyloxy)-benzenesulfonyl]-2 ) 6-dimethyl- 
jlTl 20 morpholine-3-carboxylic acid hydroxyamide; 



(2S,3R,6S)-4-[4-(furan-3-ylmtethoxy)-benzenesulfonyl]-2,6-dimethyl-morpholine-3- 
carboxylic acid hydroxyamide; I 

(2S,3R,6S)-4-[4-(2-fluoro-3-^ 
morpholine-3-carboxylic acid hydroxyamide; 
25 (2S J 3R)-4-[4-(4-fluoro-benzylo|<y)-benzenesulfonyl]-2,6,6-trimethyl-morpholine-3- 
carboxyiic acid hydroxyamide; 

(3R)-4-[4-(4-fluoro-benzyloxy)-^enzenesulfonyl]-6,6-dimethyl-morpholine-3-carboxylic 
acid hydroxyamide; 

(3R)-6,6-dimethyl-4-[4-(pyridin-4^ylmethoxy)-benzenesulfonyl]-morpholine-3- 
30 carboxylic acid hydroxyamide; 

(3R>6,6-dimethyl-4-[4-(2-methyl-^)enzyloxy)-benzenesulfonyl]-morpholine-3- 
carboxylic acid hydroxyamide; 

(2S,3R,6S)-4-(4-cyclohexylmethoxy-benzenesulfonyl)-2,6-dimethyl-morpholine-3- 
carboxylic acid hydroxyamide; 
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(3R,6S)-444-(2,5-dimethyl-te^ 
carboxylic acid hydroxyamide; 

(2S,3R)-4-[4V4-fluoro-benzyloxy)-ben2enesulfonyl]-6-methoxymethyl-2-methyl- 
morpholine-3-carboxyRc acid hydroxyamide; 
5 (2S ) 3R,6S)-4-[4-(3-chloro-benzyloxy)-benzenesulfonyl]-6-[(ethyl-^^ 
methyl]-2-methyl-morphDline-3-carboxylic acid hydroxyamide; 

(2S,3R)-4-[4-(3-Yiloro-benzyloxy) 
3-carboxylic acid hydroxyamide; 

(2S,3R,6R)-4-[4-(4fluoro-benzyloxy^ 
10 morpholine-3-carboxylic acio hydroxyamide. 

52. A pharmaceutical composition for the treatment of a condition which can be 
treated by the inhibition of la matrix metalloproteinase in a mammal, including a human, 
comprising an amount of a compound of claim 1 effective in such treatment and a 
pharmaceutical^ acceptable carrier. / 
15 53. A pharmaceutiiaiscorpposition for the treatment of a condition which can be 

. treated by the inhibition of a\ mammalian reprolysin in a mammal, including a human, 
comprising an amount of a qpmpound of claim 1 effective in such treatment and a 
pharmaceutically acceptable carrier. 

54. A pharmaceuticallcomposition for the treatment of arthritis, inflammatory bowel 
20 disease, Crohn's disease, emphysema, acute respiratory distress syndrome, asthma, chronic 

obstructive pulmonary disease, Alzheimer's disease, organ transplant toxicity, cachexia, allergic 
reactions, allergic contact hypersensitivity, cancer, tissue ulceration, restenosis, periodontal 
disease, epidermolysis bullosa, osteoporosis, loosening of artificial joint implants, 
atherosclerosis, aortic aneurysm, congestive heart failure, myocardial infarction, stroke, cerebral 

25 ischemia, head trauma, spinal cord injury, neurodegenerative disorders, autoimmune disorders, 
Huntington's disease, Parkinson's disease, migraine, depression, peripheral neuropathy, pain, 
cerebral amyloid angiopathy, nootropic or cognition enhancement, amyotrophic lateral sclerosis, 
multiple sclerosis, ocular angiogenesis, corneal injury, macular degeneration, abnormal wound 
healing, burns, diabetes, tumor invasion, tumor growth, tumor metastasis, corneal scarring, 

30 scleritis, AIDS, sepsis and septic shock ima mammal, including a human, comprising an amount 
of a compound of claim 1 or a pharmaceutically acceptable salt thereof, effective in such 
treatments or inhibition and a pharmaceutiqally acceptable carrier. 

55. A method for the inhibition of the the cellular production/release of tumor 
necrosis factor (TNF) in a mammal, including a human, comprising administering to said 

35 mammal an effective amount of a compouncftof claim 1 . 
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56. \ A method for treating a condition selected from the group consisting of 
arthritis, inflammatory bowel disease, Crohn's disease, emphysema, acute respiratory distress 
syndrome, asthma, chronic obstructive pulmonary disease, Alzheimer's disease, organ 
transplant toxicity, Cachexia, allergic reactions, allergic contact hypersensitivity, cancer, tissue 
5 ulceration, restenosis, periodontal disease, epidermolysis bullosa, osteoporosis, loosening of 
artificial joint implanfte, atherosclerosis, aortic aneurysm, congestive heart failure, myocardial 
infarction, stroke, cerebral ischemia, head trauma, spinal cord injury, neuro-degenerative 
disorders, autoimmunfe disorders, Huntington's disease, Parkinson's disease, migraine, 
depression, peripheral neuropathy, pain, cerebral amyloid angiopathy, nootropic or cognition 
10 enhancement, amyotrophic lateral sclerosis, multiple sclerosis, ocular angiogenesis, corneal 
injury, macular degeneratrbn, abnormal wound healing, burns, diabetes, tumor invasion, tumor 
growth, tumor metastasis^ cocneal scarring, scleritis, AIDS, sepsis and septic shock in a 
mammal, including a hunron, comjDpfeing administering to said mammal an amount of a 
compound of claim 1, effectivescutf^ating such a condition. 
15 57. A method oil inhibiting the cleavage of TNF-a from cell membranes in a 

mammal comprising administering to such mammal an effective amount of compound 
according to claim 1 that inhibits the TNF-a proteolytic activity of TACE. 

58. A method of inhibiting TNF-a cleavage from cell membranes comprising 
blocking the binding of TNF-a to FACE with a compound of claim 1 . 
20 59. A method for treating a mammal having a disease characterized by an 

unregulated cellular production/relelase of TNF-a, comprising administering to the mammal a 
composition comprising an amount of a compound according to claim 1 that effectively inhibits 
the TNF-a proteolytic activity of TACE 



30 



6£T A method of inhibiting the cleavage of TNF-a from cell membranes without 
inhibiting MMP-1 in aVnammal, comprising administering to such mammal an effective 
amount of a smalL moJg^ule that inhibits the TNF-a proteolytic activity of TACE without 
inhibiting MMP-1. 

61. A method of Inhibiting the cleavage of TNF-a from cell membranes without 
inhibiting MMP-1 in a mammal comprising administering to such mammal an effective amount 
of a h vdroxamic acid co mpound fljat inhibits the TNF-a proteolytic activity of TACE without 
inhibiting MMP-1. 



62. A method fV ✓testing a mammal having a disease characterized by an 
overproduction of soluble TNlt-a, comprising administering to the mammal a composition 



# 

-83- 



comprising an amount of a smalLmotecule that effectively inhibits the proteolytic activity of 
TACE on membrane bound TNF-a, without inhibiting MMP-1. 

63. A\nethod of inhibiting the cleavage of TNF-a from cell membranes and 
inhibiting MMP-1 3 selectively over MMP-1 in a mammal comprising administering to such 
mammal an effectiveymount of anjagent that inhibits the TNF-a proteolytic activity of TACE 
and inhibits MMP-1 3 selectively over MMP-1. 

64. A method of inhibiting the cleavage of TNF-a from cell membranes and 
inhibiting MMP-1 3 selectively over MMP-1 in a mammal comprising administering to such 
mammal an effective aiViount of a hydroxam ic acid compound that inhibits the TNF-a 

1 0 proteolytic^activity of TACBand inhibits MMP-1 3 selectively over MMP-1 . 

65. A method rartreatingX a mammal having a disease characterized by an 
overproduction of soluble T\^IF-a, comprising administering to the mammal a composition 
comprising an amount of a drhall molecule that effectively inhibits the proteolytic activity of 
TACE on membrane bound TNF-a and inhibits Aggrecanase, without inhibiting MMP-1. 

15 66. A method of treating arthritis in a mammal, comprising administering to such 

mammal an effective amount of an agent that selectively inhibits the TNF-a proteolytic activity 
of TACE in preference to MMP-1. 

67. A method of treating arthritis in a mammal, comprising administering to such 
mammal an effective amount of a hydroxamic acid compound , wherein said hydroxamic acid 

20 compound selectively inhibits the TNf -a proteolytic activity of TACE in preference to MMP-1 . 

68. A method of treating \arthritis in a mammal, comprising administering to such 
mammal an effective amount of an agent, wherein said agent inhibits the TNF-a proteolytic 
activity of TACE and inhibits MMP-1 3 selectively over MMP-1 . 

69. A method of treating arthritis in a mammal, comprising administering to such 
25 mammal an effective amount of a hydroxamic acid compound, wherein said hydroxamic acid 

compound inhibits the TNF-a proteolytic^ activity of TACE and inhibits MMP-1 3 selectively 
over MMP-1 . 

70. A method of treating arthfitis in a mammal, comprising administering to such 
mammal an effective amount of an Aggrecanase inhibitor, wherein said Aggrecanase inhibitor 

30 selectively inhibits Aggrecanase in preferenqp to MMP-1. 

71. A method of treating arthriti&in a mammal, comprising administering to such 
mammal an effective amount of an Aggrecanase inhibitor, wherein said Aggrecanase inhibitor 
selectively inhibits Aggrecanase at least ten timps as well as MMP-1. 
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72. A method of treating arthritis in a mammal, comprising administering to such 
mammal an effective amount of an Aggrecanase inhibitor, wherein said Aggrecanase inhibitor 
selectively inhibits Aggrecanase and MMP-13 in preference to MMP-1. 

73. A rrtethod of treating arthritis in a mammal, comprising administering to such 
5 mammal an effective ramount of an Aggrecanase inhibitor, wherein said Aggrecanase inhibitor 

selectively inhibits Agqrecanase and MMP-13 at least ten times as well as MMP-1 . 

74. A metmod of treating arthritis in a mammal, comprising administering to such 
mammal an effective amount of a hydroxamic acid Aggrecanase inhibitor, wherein said 
hydroxamic acid Aggrecanase inhibitor selectively inhibits Aggrecanase and MMP-13 in 

10 preference to MMP-1. 

75. A method\pf treatind arthritis in a mammal, comprising administering to such 
mammal an effective amquntof/a hydroxamic acid Aggrecanase inhibitor, wherein said 
hydroxamic acid Aggrecanase inhibitor selectively inhibits Aggrecanase and MMP-13 at least 
ten times as well as MMP-1 . 

15 76, A method of treating arthritis in a mammal, comprising administering to such 

mammal an effective amount of an agent, wherein said agent selectively inhibits Aggrecanase 
and TACE in preference to MMPVI. 

77. A method of treating arthritis in a mammal, comprising administering to such 
mammal an effective amount of a hydroxamic acid, wherein said hydroxamic acid selectively 

20 inhibits Aggrecanase and TACE at letast ten times as well as MMP-1. 

78. A method of treating \arthritis in a mammal, comprising administering to such 
mammal an effective amount of en agent, wherein said agent selectively inhibits 
Aggrecanase, MMP-13 and TACE in preference to MMP-1. 

79. A method of treating arthritis in a mammal, comprising administering to such 
25 mammal an effective amount of a hydro^mic acid, wherein said hydroxamic acid selectively 

inhibits Aggrecanase, MMP-13 and TACEet least ten times as well as MMP-1 




